Purpose:
The STR/ort mice develop spontaneous osteoarthritis (OA) of the knee, and are believed to be a relevant model for human knee OA. We have recently shown that treatment with glucosamine sulfate reduced the severity of the OA histological score as well as histomorphometric parameters in this strain. To further validate this model for drug discovery purposes, we investigated its responsivity to further interventions believed to be effective in either murine or human OA. While administration of the selective Cox-2 inhibitor celecoxib has been shown to be effective on the symptoms of human OA, it has been recently demonstrated that deletion of aggrecanase-2 protects mice from cartilage degeneration in surgicallyinduced OA. Therefore we investigated in two separate studies the effects of celecoxib or of a specific aggrecanase inhibitor (CR 4152), respectively, in STR/ort mice. Methods: STR/ort male mice were recruited at 5 months of age (n = 20−22). One group of animals was sacrificed at this age and served as a "baseline" control. Celecoxib (10 and 30 mg/kg b. w.) was administered orally once daily 3 for months, while CR 4152 (10 and 30 mg/kg of b.w.) was administered subcutaneously once daily for 3 months. At the end of treatment, the animals were euthanized and the knee joints collected, processed for histology and blindly scored according to both Mankin's and the OARSI method. Furthermore, in the CR 4152 study, a histomorphometric analysis was performed on the medial tibial plateau, measuring the parameters of cartilage volume and lesion surface, with the operator still blinded to the experimental groups. Statistical analysis was performed by the Student's t test or by ANOVA followed by Dunn's or Dunnett's tests comparing all treatment groups vs. vehicle. Results: After three months of daily treatment, we observed that vehicletreated animals displayed severe OA with clefting and erosion of the articular cartilage to the subchondral bone, with prominent chondroosseous metaplasias and often inflammation and pannus. OA grade × stage score of the medial tibial plateau was significantly higher in vehicle vs. naive 5-month (baseline) mice. In the celecoxib 30 mg/kg group there was only a trend for a decrease of the OA grade × stage score that was far from statistical significance (p = 0.648, Figure 1) . Conversely, the OA grade × stage score was significantly decreased in the CR 4152 30 mg/kg group compared to vehicle (Figure 2 ). 
